BSTRUCTURE ACTIVITY TEAM REPORT  ver. 04/98

Case #: . L-08-0037 DCN: .
" [SAT Date: 11/2/2007 SAT Chair: 440212007 L/ A/ g bl [z
Submitter:

Chemical Name:

—

CAS RN:

Structure

N jTrade Néme: S

~3
c‘;_‘i
"~
C2
[
o
Molecular Formula: -l
Mecular Wt. 1 T%<500: WT%<1000:
IMP: BP: Eq. Wt:
H20 Sol (g/L): Dispersible [v.P. <0.0325
Max. Prod. Volume (Kg/yr): .’hysical State: Solid
USE:

[Emulsifier for polymerization reactions.
[There 1s 1 reference in file CA on STN.

Related Case Numbers

Case Role Related Cas

Results: | 5
I O e T ',NH“
| Page / of i ‘I‘“\I‘l !'xil“lhl.““-"E J‘l-!“%i‘.“lf%“.ﬁ“'.||‘.ll | l. |
B TN 0 00 s 5 @

o 00

*




STRUCTURE ACTIVITY -TEAM REPORT 02“November 2007 [
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CONCLUSIONS/DISCUSSIONS

TYPE OF CONCERN: HEALTH ECOTOX
LEVEL: 3 3

KEYWORDS: IRR-S, LIVER, REPRO, DEVEL, IMMUNO, ONCO, AQUATOX-A,C,
LUNGS

SUMMARY OF ASSESSMENT:

FATE: *
solid with mp = sublimes..at-.204 CodAM) . cwim o . .o

log Kow = 2.0 (EPI)

S = dispersible (P)

vp < 0.032 mm Hg or torr at 25 °C (P)

bp = sublimes at 204 C (M)

H < 1.0E-8 (P)

log Koc =3.1 (P)

log fish BCF = 0.50 (P)

sorption to sludge = moderate

submitted test data for aerobic biodegradation were:

22% biodegradation in 28 d via C02 (Closed bottle [OECD301D]),
thus, not readily biodegradable

POTW removal = 0%

time for complete ultimate aerobic biodegradation > months
sorption to soils and sediments = moderate

PBT Potential: P2B1T3

*CEB FATE: migration to ground water = moderate

HEALTH: Absorption poor thru skin,-good thru lungs, and moderate
thru GI tract based on analogs; -

submitted test data with this PMN were:

rat acute oral LD100 = 2.0 g/kg with systemic toxic signs, with
NOEL = 300 mg/kg;

moderate skin irritation in rabbits;

severe eye irritation in rabbits;

Ames test was negative;

E. coli test was negatlve,

no skin sensitization in mice up ‘to 50% ‘ai (LLNA);



By analogy to PFOA, there is concern for reproductive and
developmental effects, liver effects, immunotoxicity, and a
marginal concern for oncogenicity. In the assessment conducted
by the state of West Virginia with input from EPA, the RfD for
oral exposure was determined to be 0.004 mg/kg/day and the RfC
for inhalation exposure was determined to be 1 ug/m3. Some of
the key findings for non-cancer assessment are for PFOA and/or
its salts: ... A S i A AR s s

90-day dietary study in male’ rats "I NOAEL = 0 47 mg/kg/day based
on liver effects at 1.44 mg/kg/day. The benchmark dose was 1.3
mg/kg/day;

two-generation reproduction study in rats, gavage - LOAEL = 1
mg/kg/day based on increased liver and kidney weights in P and F1
generations;

2-year dietary study in rats - NOAEL = 1.3 mg/kg/day in males
based on increased liver weight, hepatic cystoid degeneration,
increased ALT enzyme activity, testicular vascular mineralization
and LOAEL = 1.6 mg/kg/day in females based on an increase in the
incidence of ovarian stromal tubular hyperplasia; the benchmark
dose was 0.73 mg/kg/day based on liver effects in males;

26-week oral study in cynomolgus monkeys - LOAEL is from 3 to 10
mg/kg/day based on 30% increased absolute liver weight with no
NOAEL;

2-week dermal study in rats - increased liver weight and liver
pathology;

2-week inhalation study in male rats - liver effects at 7.6
mg/m3; severe toxicity including-the™déath of ofie animal at 84
mg/m3, increased lung and testes weight at 84 mg/m3;

inhalation developmental toxicity study in rats - maternal
deaths, reduced maternal weights, reduced fetal weights at 25
mg/m3;

oral developmental toxicity in rabbits - increase in skeletal
variations at 50 mg/kg.

high concern for toxicity

*CEB HEALTH: Exposures toihumansgt=-inhhalation,~dermal,
ingestion, and drinking water;

ECOTOX: Predicted (P
(ppm) FOR

and measured (M) toxicity values in mg/L




]

Predictions are based on SAR-test data for PFOA; SAR chemical
class = PFOA; pH7; effective concentrations based on 100%
active ingredients and mean measured concentrations; DW hardness
< 150.0 mg/L as CaCO03; and DW TOC <2.0 mg/L;

moderate concern for aquatic toxicity;

high concern for reproductive.toxicity to.birds and wild mammals
due to chronic toxicity observed in mammals;

assessment factor = 10.0

concern concentration = 0.050 mg/L (ppm)

*CEB ECOTOX: All releases to the environment with CC = 50 ppb
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GTOX Report

PMN No. CAS No. Revd: OECD ID: Rec# 8 = 2

L-08-0037 I 10/24/07 Incomplet

SIA Name of Analog Reviewer

S | ]

with activation without activation . Positive Strains
Salmonella Assay: [N] IN] I
CHO: [] :]

Chromosomal Aberration | CHL: ] []

Vv79: ‘\_jr D

E. coli Reverse Mutation: [N] IN]

Route;

Mouse Micronucleus Assay: f———I

i
L

Rat Hepatocytes Unscheduled DNA Synthesis:

[

Other GTOX Results

assay was also irovided for the analoi

Comments
ECOTOX: ]
Fate: ‘ Ready Biodegradability, (pg. 72-89) )
“il..
WS/Log P: WS => 87% w/w @ 20C (M, pg. 43), LogP = -0.403 (M, pg. 43).
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Toxicology Report

ID:Rec# 8 : 5
Reviewer Study#:

PMN No. Revd: OECD
L-08-0037 % 10/24/2007 Incomplete
S/A Name of Analog

S [

Study Type Sex Route

] = S

Species qowme
EIRR RABB ] NS ] EYES

Test Substance Description

‘white solid, purity: 96.4-100%, impurity: H substituted 3.6mol%

Test Conditions

%Study duration: 240 minutes; Strain: NS; Wt/Life stage: NS; No. Groups/No. Per Group: 1/3; Controls: yes (2
;eyes); Dose Level: 0.1 mi; Test Conditions (Dose regimen): The test material was applied onto the cornea of
ieach of three enucleated eyes which had been maintained at a temperature of 32 C +/- 1.5 C within a
'superfusion chamber. Two control eyes were treated with saline solution. Measurements of corneal
thickness were carried out pre-enucleation, post equilibration and up to 240 minutes following treatment.

PO

Results '

At the 60, 120, and 240 minute observations 23.4%, 28.5%, and 49.1 % corneal swelling was observed,
respectively. The test material was considered to have the potential to cause severe ocular irritancy in vivo.
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Toxicology Report | -

PMN No. CAS No. Revd: OECD _ .

L-08-0037 I 10/24/2007  Incomplete iD: Rec# 8 : 7 |

S/A Name of Analog Reviewer

S f o ) ] EC ‘
|

Study Type Species Sex Route

DSEN 7 mce ] £ oeRm

Tgst Substance Description L - ) o
white solid, purity: 96.4-100%, impurity: H substituted 3.6mol%, carrier: dimethyl formamide

Test Conditions B o
Study duration: 6 days; Strain: CBA/CaBkl; Wt/Life stage: 19-22 g/NS; No. Groups/No. Per Group: 3/4;
Controls: positive control (a-Hexylcinnamaldehyde, Tech, 85%), 1/4; Dose Level: 25 ul; Test Conditions (Dose
regimen): The study was conducted according to OECD 429 (skin sensitization: Local Lymph Node Assay).
‘Following a preliminary screening, mice were exposed to 25 ul/ear of the test substance of the dorsal
surface of the ear for 3 consecutive days. Five days following first application, mice were injected with
3H-methyl thymidine and then killed. Avricular lymph nodes were drained and pooled, and the stimulation -
indices were determined.
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Results - : U
Stimulation indices were 1.36, 1.27, and 2.68 following exposure to 10, 25, and 50% test substance,
respectively. The test material was considered to be a non-sensitizer under the conditions of the test.
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